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Box No. n Observatloiis where certain claims were found unsearchable (Continuation of item 2 of first sheet) 




This international scardi report has not been established ui respect of certain daims under Article nCi)(a) for the following reasons: 

1. ^ aahnsNos.: 28-31 

because they relate to subject matter not required to be searched by this Authority, namely: 

Claims 28-31 relate to a method of treatment of the human or 
" animal " body by surgery or by "therapy, . as well as diagnostic 
methods /Rule 39.1(iv). -A.- 

2. Q Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be earned out, specifically: 

3. Q Claims Nos.: 

because they are dependent olaians and arc not drafted in accordance with the second and third sentences of Rule 6.4(a). 


Box No, HI Observations where unity of invention is lacking (Contbuation of item 3 of first sheet) 


Ihis International Searching Authority found multiple inventions in this international ^plication, as follows; ^ 

1 . Q As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. - . 

2. "As all searchable daims could be searched wi&oui effort justing an additional fee^ this Authority did not invite payment of 
any additional fee. 

-3 . Qj As only some of the required additional search fees were timely paid by (he applicant/ this intcniational search report covers 
only those clauns for whidi fees were paid, specifically claims Nos.: 

4. Q No rcqubed additional search fees were timely paid by the applicant Consequently, this intemational search report Is 
restricted to the invention first nientioned in the claims: it is covered by cldms Nos,: _ _ _ 


Remark on Protest j— j xheadditionalsean^fees were accompanied by the ajiplicant's protest 

PI No protest accompanied thep^entofadditlonal search fees. 
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Box II/III 
II .1 

Nevertheless, a search has been executed for these claims. The 
search has been based on the alleged effects of the siRMA 
molecules . 



The following separate inventions were identified: 

1) Claims 1-5 (partly) , 6 and 9-31 (partly) . ' 

A siENA molecule which down regiaates expression of a p65 
stibunit of KP-kappa-B gene comprising a sense and an antisense 
region wherein said antisense region comprises the sequence 
SEQ. ID. NO. 5 or a substantially homologous sequence thereof. • 
Applications thereof. 

2) Claims 1-5 (partly) , 7 and 9-31 (partly) 

A eiRNA molecule which down regulates ea^ression of a p65 
subunit of NP-kappa-B gene comprising a sense and an antisense 
region wherein said antisense region comprises the sequence 
SEQ. ID, NO. 6 or a stibstantially homologous sequence thereof. 
Applications thereof. 

3) Claims 1-5 (partly), 8 and 9-31 (partly) 

A silOjlA molecule which down regulates expression of a p65 
subunit of NP-kappa-B gene coni5>riBing a sense and an antisense 
region wherein said antisense region comprises the sequence 
SEQ. ID. NO. 8 or a . s\ibstantially homologous sequence thereof. 
Applications thereof. 

It was considered that all inventions could be searched within 
one fee. Therefore, no additional fees are required. 

The present application has been considered to contain 3 
inventions idiich ate not -linked such, that they form a single 
general inventivfe concept, as required by Rule 13 PCT for the 
following reasons: 

•Claims 1-31 describe siRNA molecules which down regulate 
expression of a p65 subunit of NF-kappa-B gene. These siENA ; 
molecules are targeted to different sites within the sequence 
encoding the p65 sxibunit. Such siKNA molecules might be used 
for preventing/treating/alleviating WP-kappa-B dependent 
conditions such as e.g. cancer. 

The closest prior art has been identified as: 
Dl: WO 03070970 A2 
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Box III 

Dl discloses a number of different siRNA molecules targeted to 
the sequence encoding the p65 subunit of the NF-kappa B gene 

(also called Rel-A) . These may be used for treating conditions 
involving NF-kappa-B, e.g. cancer. One of the siRNA molecules 
disclosed in Dl, the* one composed of SEQ. ID. NOs. 11 and 147, 
fulfils . the requirements in claim- 1. The antisense region 

(SEQ. ID. NO.-: 147) is substantially- Complementary to SBQ. -ID. 

NO. 2 and is substantially homologous to SEQ. ID.' NO, 6. 
According to the description, two sequences are ^^substantially 
homologous" when at least 15 . nucleotides match. Between SEQ. 
ID. NO. 147 in Dl and SEQ. ID. NO. 6 in the present 
application 17 nucleotides match. SEQ. ID-. NO. 2 in the 
present application correspond to positions 183-203 according 
to the numbering used in Dl. The siRNA molecules composed of 
SEQ. ID. NOs. 32 and 168; 51 and 187; and 92 and 228 fulfil 
the requirement that the antisense. regions are substantially 
complementary' to SEQ. ID. NOs. 3,. 1 respectively 4. However, 
the sequences of the antisense regions differ. (Abstract; page 
12, line 8 -page 14, line 15; page IS, line 2 -page 23, line 20;- 
page. 28', line 17-page 30, line 12.; page 32; line 5-page 
33, line 18; tables 2 and 3; claims.) 

The special technical feature of invention 1 that makes a 
contribution oyer this ' prior art (Rule 13 . 2 . PCT) is the 
specific sequence SEQ. ID. NO* 5 and substantially homologous 
sequences thereof. This, difference has not been shown to give' 
rise to any unexpected technical effect. Prom this special 
technical feature the objective problem to be solved by this 
and all further inventions is to provide alternative siRNA 
molecules having the ability to down regulate the eaqpression 
of a p65 subunit of the NF-kappa-B- gene. 

A number of . different solutions to this • problem are provided, 
comprising alternative siRNA molecules. No common concept or. 
common structural feature . which makes a contribution over • the 
prior art has been found linking the different inventions. The 
above analysis shows that the special technical feature of 
invention 1 is neither the same or nor corresponding to tha;t 
of any of the inventions 2-3. " 

In conclusion, therefore, the inventions, are not linked by 
same or corresponding special technical features and define 
"dxTferent' ' invent a single " "general" inventive 
concept. The application, hence does not meet the requir.ementB 
of unity of invention as defined in Rule 13.1 and 13.2 PCT. 
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